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AB Peptides I [Rl is H, alkyl, R4-C0, R4-02CCH2, R5-0C0, R5-S02 (R4 is H, 
alkyl , Ph and R5 is alkyl , Ph, benzyl ) ; R2 is alkyl , cycloalkyl or 
cycloalkylalkyl optionally substituted with an alkyl or alkyloxy group, 
aralkyl optionally substituted with up to three groups chosen from F, CI, 
Br, I, OH, alkyl, O-alkyl, O-benzyl, NH2, N02, NH-acyl, CN, or CF3, or 
aralkyloxymethyl optionally substituted with up to three groups chosen 
from F, CI, Br, OH, alkyl, or O-alkyl; or Rl and R2 together are an 
o-xylylene group optionally substituted on the aromatic ring by F, CI, Br, 
OH, alkyl and O-alkyl; R3 is H, OH, O-alkyl] or pharmaceut ically- 
acceptable salts were prepared as inhibitors of plasma kallikrein. 
Thus, (2'S,2' •R)-4-[2 ! -[2 l ' -amino-3 ' '-(4' 1 ' -ethoxyphenyl ) propanoylamino] - 
3 ' -phenylpropanoylamino] piperidine-l-carboxamidine (I; Rl, R3 = H, R2 = 
p-EtOC6H4CH2, stereo not shown) trif luoroacetate was prepared via peptide 
coupling in solution and showed Ki = 4.5 nM for inhibition of plasma 



kallikrein 
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RL : PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of peptidyl acylaminopiperidinecarboxamidines as inhibitors of 
plasma kallikrein) 
RN 48 8 821-2 8-9 CAPLUS 

CN L-Phenylalaninamide, N- ( carboxymethyl ) -3-cyclohexyl-D-alanyl-N- [1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 5992 0 0-57-4 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-D-tyrosyl-N- [1- ( aminoiminomethyl ) 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 5992 0 0-58-5 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-D-tyrosyl-N- [1- (aminoiminomethyl) 
piperidinyl]-, mono (trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 599200-57-4 
CMF C26 H36 N6 03 

Absolute stereochemistry . 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 

F- C-C02H 
F 



RN 5992 0 0-59-6 CAPLUS 

CN L-Phenylalaninamide, 3-cyclohexyl-N- ( 2-methoxy-2-oxoethyl ) -D-alanyl-N- [1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 5992 0 0-6 0-9 CAPLUS 

CN L-Phenylalaninamide, 3-cyclohexyl-N- ( 2-methoxy-2-oxoethyl ) -D-alanyl-N- [1- 
( amino iminomethyl ) -4-piperidinyl ] mono (trifluoroacetate) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 599200-59-6 
CMF C27 H42 N6 04 

Absolute stereochemistry . 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F- C-C02H 
F 



RN 5992 0 0-61-0 CAPLUS 

CN L-Phenylalaninamide, N- ( carboxymethyl ) -3-cyclohexyl-D-alanyl-N- [1- 

(aminoiminomethyl) -4-piperidinyl ] -, mono (trif luoroacetate) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 488821-28-9 
CMF C26 H40 N6 04 

Absolute stereochemistry . 




NH 2 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F- C-C02H 
F 



RN 5992 0 0-63-2 CAPLUS 

CN L-Phenylalaninamide, N-benzoyl-O-ethyl-D-tyrosyl-N- [1- ( aminoiminomethyl ) -4- 
piperidinyl] -, mono (trif luoroacetate) (9CI) (CA INDEX NAME) 



CM 1 



CRN 599200-62-1 
CMF C33 H40 N6 04 

Absolute stereochemistry. 



NH 




Ph 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F- C-C02H 
F 

RN 599200-64-3 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-D-tyrosyl-N- [1- ( aminoiminomethyl ) 
piperidinyl] -p-hydroxy-, (pR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




NH 



RN 599200-65-4 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-D-tyrosyl-N- [1- (aminoiminomethyl) 
piperidinyl ] -p-hydroxy-, (PR)-, mono (trif luoroacetate) (salt) 
(9CI) (CA INDEX NAME) 



CM 1 



CRN 599200-64-3 
CMF C26 H36 N6 04 

Absolute stereochemistry . 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F- C-C02H 
F 

RN 5992 0 0-66-5 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-D-tyrosyl-N- [1- ( aminoiminomethyl ) -4- 
piperidinyl] -p-methoxy-, (pR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 5992 0 0-6 7-6 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-D-tyrosyl-N- [1- (aminoiminomethyl) -4- 
piperidinyl ] -p-methoxy-, (PR)-, mono (trif luoroacetate) (9CI) 
(CA INDEX NAME) 



CM 1 



CRN 599200-66-5 
CMF C27 H38 N6 04 



Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F- C-C02H 
F 



RN 599200-6 8-7 CAPLUS 

CN L-Phenylalaninamide, D-leucyl-N- [1- ( aminoiminomethyl ) -4-piperidinyl ] • 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




NH2 



H2N R Bu-i 



RN 599200-69-8 CAPLUS 

CN L-Phenylalaninamide, (2R) -2-cyclohexylglycyl-N- [1- (aminoiminomethyl) -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 599200-70-1 CAPLUS 

CN L-Phenylalaninamide, 3-cyclohexyl-D-alanyl-N- [1- ( aminoiminomethyl ) -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-71-2 CAPLUS 

CN Benzenepropanamide, a- [ [ (2R) -2-amino-4-cyclohexyl-l-oxobutyl ] amino] - 
N- [1- (aminoiminomethyl) -4-piperidinyl ] -, (aS)- (CA INDEX NAME) 



Absolute stereochemistry. 




RN 599200-72-3 CAPLUS 

CN L-Phenylalaninamide, 3- ( trans-4-ethoxycyclohexyl ) -D-alanyl-N- [1- 



(aminoiminomethyl) -4-piperidinyl ] - (9CI) (CA INDEX NAME ) 
Absolute stereochemistry. 




"OEt 



H2N\ / N 



RN 5992 0 0-73-4 CAPLUS 

CN Benzenebutanamide, a-amino-N- [ ( IS) -2- [ [1- (aminoiminomethyl) -4- 

piperidinyl ] amino] -2-oxo-l- (phenylmethyl ) ethyl] -, (aR) - (CA INDEX 
NAME) 



Absolute stereochemistry . 




RN 5992 0 0-74-5 CAPLUS 

CN L-Phenylalaninamide, 0- (phenylmethyl) -D-seryl-N- [1- (aminoiminomethyl) 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 5992 0 0-75-6 CAPLUS 

CN L-Phenylalaninamide, D-phenylalanyl-N- [1- ( aminoiminomethyl ) -4-piperidinyl ] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-76-7 CAPLUS 

CN L-Phenylalaninamide, 4-propyl-D-phenylalanyl-N- [1- (aminoiminomethyl) -4- 

piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-7 7-8 CAPLUS 

CN L-Phenylalaninamide, 4-nitro-D-phenylalanyl-N- [1- (aminoiminomethyl) -4- 

piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-78-9 CAPLUS 

CN L-Phenylalaninamide, 4-amino-D-phenylalanyl-N- [1- ( aminoiminomethyl ) -4- 

piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-79-0 CAPLUS 

CN L-Phenylalaninamide, 4-iodo-D-phenylalanyl-N- [1- (aminoiminomethyl) -4- 

piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-80-3 CAPLUS 

CN L-Phenylalaninamide, 4-f luoro-D-phenylalanyl-N- [1- (aminoiminomethyl) -4- 

piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-81-4 CAPLUS 

CN L-Phenylalaninamide, 4-cyano-D-phenylalanyl-N- [1- ( aminoiminomethyl ) -4- 

piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-82-5 CAPLUS 

CN L-Phenylalaninamide, 4-chloro-D-phenylalanyl-N- [1- (aminoiminomethyl) -4- 

piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-83-6 CAPLUS 

CN L-Phenylalaninamide, 4- ( trif luoromethyl ) -D-phenylalanyl-N- [1- 
( aminoiminomethyl) -4-piperidinyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-8 4-7 CAPLUS 

CN L-Phenylalaninamide, 4- ( acetylamino ) -D-phenylalanyl-N- [ 1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



Ph 

0 




NHAc 



NH 



RN 599200-85-8 CAPLUS 

CN L-Phenylalaninamide, 3-f luoro-D-phenylalanyl-N- [1- ( aminoiminomethyl ) -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-86-9 CAPLUS 

CN L-Phenylalaninamide, 3, 4-dichloro-D-phenylalanyl-N- [1- (aminoiminomethyl) -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-8 7-0 CAPLUS 

CN L-Phenylalaninamide, 2, 4-dichloro-D-phenylalanyl-N- [1- ( aminoiminomethyl ) -4- 

piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-88-1 CAPLUS 

CN L-Phenylalaninamide, D-tyrosyl-N- [ 1- ( aminoiminomethyl ) -4-piperidinyl ] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-89-2 CAPLUS 

CN L-Phenylalaninamide, 0- (phenylmethyl ) -D-tyrosyl-N- [1- (aminoiminomethyl) -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 5992 0 0-9 0-5 CAPLUS 

CN L-Phenylalaninamide, 0- ( 1 , 1 -dimethyl ethyl ) -D-tyrosyl-N- [ 1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-91-6 CAPLUS 

CN L-Phenylalaninamide, O-propyl -D-tyrosyl-N- [ 1- ( amino iminomethyl ) 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-92-7 CAPLUS 

CN L-Phenylalaninamide, O-methyl-D-tyrosyl-N- [1- ( aminoiminomethyl ) 
piperidinyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-93-8 CAPLUS 

CN L-Phenylalaninamide, 0- ( 1 -methyl ethyl ) -D-tyrosyl-N- [1- ( amino iminomethyl ) -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-94-9 CAPLUS 

CN L-Phenylalaninamide, O-hexyl-D-tyrosyl-N- [1- ( aminoiminomethyl ) -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 5992 0 0-95-0 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-3, 5-diiodo-D-tyrosyl-N- [1- (aminoiminomethyl) - 
4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-96-1 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-N-methyl-D-tyrosyl-N- [1- ( aminoiminomethyl ) -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-97-2 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-N- (methylsulf onyl ) -D-tyrosyl-N- [1- 
( aminoiminomethyl) -4-piperidinyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



NH 




RN 5992 0 0-9 8-3 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-N- ( ethylsulf onyl ) -D-tyrosyl-N- [1- 
( aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599200-99-4 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-N- (phenylsulf onyl ) -D-tyrosyl-N- [1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



NH 




RN 599201-00-0 CAPLUS 

CN L-Phenylalaninamide, N-acetyl-O-ethyl-D-tyrosyl-N- [1- ( aminoiminomethyl ) -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



EtO' 




NH 



RN 599201-01-1 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-N- ( 1-oxobutyl ) -D-tyrosyl-N- [ 1- 
( aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




NH 



RN 599201-02-2 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-N- ( 1-oxopropyl ) -D-tyrosyl-N- [ 1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599201-03-3 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-N- [ (phenylmethoxy ) carbonyl] -D-tyrosyl-N- [1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599201-0 4-4 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-N- ( 2-methoxy-2-oxoethyl ) -D-tyrosyl-N- [ 1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 5992 01-05-5 CAPLUS 

CN L-Phenylalaninamide, N- ( carboxymethyl ) -O-ethyl-D-tyrosyl-N- [1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599201-06-6 CAPLUS 

CN L-Phenylalaninamide, 3- ( 1-naphthalenyl ) -D-alanyl-N- [ 1- ( amino iminomethyl ) -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



NH 




NH NH2 
H 




RN 5992 01-0 7-7 CAPLUS 

CN L-Phenylalaninamide, 3- ( 2-naphthalenyl ) -D-alanyl-N- [1- ( aminoiminomethyl ) -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 5992 01-10-2 CAPLUS 

CN L-Phenylalaninamide, ( PR) -(3-hydroxy-D-phenylalanyl-N- [ 1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



NH 




RN 599201-11-3 CAPLUS 

CN L-Phenylalaninamide, (PR) -p-methoxy-D-phenylalanyl-N- [1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 599201-12-4 CAPLUS 

CN L-Phenylalaninamide, ( PS ) -p-hydroxy-D-phenylalanyl-N- [ 1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



NH 




Ph 



RN 5992 01-13-5 CAPLUS 

CN L-Phenylalaninamide, (PS) -p-methoxy-D-phenylalanyl-N- [1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



NH 




RN 5992 01-14-6 CAPLUS 

CN L-Phenylalaninamide, N- ( carboxymethyl ) -D-phenylalanyl-N- [1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 




RN 5992 01-15-7 CAPLUS 

CN L-Phenylalaninamide, N- ( 2-methoxy-2-oxoethyl ) -D-phenylalanyl-N- [1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599201-16-8 CAPLUS 

CN L-Phenylalaninamide, 3-cyclohexyl-D-alanyl-N- [1- ( aminoiminomethyl ) -4- 
piperidinyl] -p-hydroxy-, (pR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 5992 01-17-9 CAPLUS 

CN L-Phenylalaninamide, N- ( carboxymethyl ) -3-cyclohexyl-D-alanyl-N- [1- 
( aminoiminomethyl ) -4-piperidinyl ] -p-hydroxy-, (PR)- (9CI) (CA 



INDEX NAME) 
Absolute stereochemistry. 



PtL / OH 



H2N 




RN 5992 01-18-0 CAPLUS 

CN L-Phenylalaninamide, 3-cyclohexyl-N- ( 2-methoxy-2-oxoethyl ) -D-alanyl-N- [1- 
(aminoiminomethyl) -4-piperidinyl ] -p-hydroxy-, (PR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry . 




NH 2 



RN 599201-19-1 CAPLUS 

CN L-Phenylalaninamide, N- ( carboxymethyl ) -O-ethyl-D-tyrosyl-N- [1- 
(aminoiminomethyl ) -4-piperidinyl ] -p-methoxy-, (PR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry . 



EtO' 




NH 2 



RN 599201-2 0-4 CAPLUS 

CN L-Phenylalaninamide, O-ethyl-N- ( 2-methoxy-2-oxoethyl ) -D-tyrosyl-N- 
( aminoiminomethyl ) -4-piperidinyl ] -p-methoxy-, (PR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 600164-95-2 CAPLUS 

CN L-Phenylalaninamide, 3- ( 4-ethoxycyclohexyl ) -D-alanyl-N- [ 1- 
( aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 600164-96-3 CAPLUS 

CN L-Phenylalaninamide, 3- (decahydro-2-naphthalenyl ) -D-alanyl-N- [1- 
( aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 600164-97-4 CAPLUS 

CN L-Phenylalaninamide, N- ( carboxymethyl ) -3- (decahydro-2-naphthalenyl ) -D- 
alanyl-N- [1- (aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




NH 2 



RN 600164-98-5 CAPLUS 

CN L-Phenylalaninamide, 3- (decahydro-2-naphthalenyl ) -N- ( 2-methoxy-2-oxoethyl ) • 
D-alanyl-N- [1- (aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 




IT 599201-23-7P 599201-24-8P 599201-25-9P 
599201-26-0P 599201-27-1P 599201-30-6P 
599201-33-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 



(React ant or reagent ) 

(preparation of peptidyl acylaminopiperidinecarboxamidines as inhibitors 
plasma kallikrein) 
RN 599201-23-7 CAPLUS 

CN L-Phenylalaninamide, N- [ ( 1 , 1-dimethylethoxy ) car bony 1 ] -O-e thy 1-D- tyro syl-N- 
[ 1- [ [ [ (phenylmethoxy ) car bony 1 ] amino] [ [ (phenylmethoxy ) car bony 1 ] imino] methyl 
] -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599201-24-8 CAPLUS 

CN L-Phenylalaninamide, 3-cyclohexyl-N- [ ( 1 , 1-dimethylethoxy) car bony 1 ] -D- 

alanyl-N- [1- [ [ [ (phenylmethoxy) carbonyl] amino] [ [ (phenylmethoxy) carbonyl] imi 
no]methyl] -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 5992 01-25-9 CAPLUS 

CN L-Phenylalaninamide, 3-cyclohexyl-N- ( 2-methoxy-2-oxoethyl ) -D-alanyl-N- [1- 

[ [ [ (phenylmethoxy) carbonyl ] amino ] [ [ (phenylmethoxy) carbonyl ] imino] methyl ] -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 5992 01-26-0 CAPLUS 

CN L-Phenylalaninamide, N- ( carboxymethyl ) -3-cyclohexyl-D-alanyl-N- [1- 

[ [ [ (phenylmethoxy ) carbonyl] amino] [ [ (phenylmethoxy ) carbonyl] imino] methyl ] 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 599201-27-1 CAPLUS 

CN L-Phenylalaninamide, N-benzoyl-O-ethyl-D-tyrosyl-N- [1- 

[ [ [ (phenylmethoxy) carbonyl ] amino ] [ [ (phenylmethoxy) carbonyl ] imino] methyl ] 
piperidinyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OEt 



RN 
CN 



599201-30-6 CAPLUS 

L-Phenylalaninamide, N- [ ( 1 , 1-dimethylethoxy ) carbonyl ] -O-ethyl-D-tyrosyl- 



p-hydroxy-N- [1- [ [ [ (phenylmethoxy ) carbonyl] amino] [ [ (phenylmethoxy ) carb 
onyl] imino] methyl] -4-piperidinyl]-, (PR)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 599201-33-9 CAPLUS 

CN Phenylalaninamide, N- [ ( 1 , 1-dimethylethoxy ) carbonyl ] -O-ethyl-D-tyrosyl- 
p-methoxy-N- [1- [ [ [ (phenylmethoxy) carbonyl] amino] [ [ (phenylmethoxy) carb 
onyl] imino] methyl] -4-piperidinyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




L7 ANSWER 2 OF 4 CAPLUS COPYRIGHT 2008 ACS on STN 
AN 2002:859258 CAPLUS 
DN 138 : 120902 

TI Involvement of tissue kallikrein but not plasma 

kallikrein in the development of symptoms mediated by endogenous 

kinins in acute pancreatitis in rats 
AU Griesbacher, Thomas; Rainer, Irmgard; Tiran, Beate; Evans, D. Michael 
CS Institute for Experimental and Clinical Pharmacology, University of Graz, 

Graz, A-8010, Austria 
SO British Journal of Pharmacology (2002), 137(5), 692-700 

CODEN: BJPCBM; ISSN: 0007-1188 
PB Nature Publishing Group 
DT Journal 
LA English 

AB In order to investigate the mechanism of kinin release leading to vascular 



symptoms in acute interst it ial-edematous pancreatitis, the novel, 
selective inhibitors of tissue kallikrein, ( 2S , 2 1 R) -2- ( 2 1 -amino- 
3 1 - ( 4 1 -chlorophenyl ) propanoylamino ) -N- ( 3-guanidinopropyl ) -3 
- (l-naphthyl)propanoamide (FE999024, CH-2856), and of plasma 
kallikrein, (2 ! S, 2' , R)-4-(2'-(2' 1 ( carboxymethylamino ) -3 ' '- 
cyclohexyl-propanoy 1 amino ) -3 ' -phenyl -propanoylamino ) piper idine-1- 
carboxamidin (FE999026, CH-4215), were used in exptl. caerulein-induced 
pancreatitis in rats. Edema formation and plasma protein extravasation 
during the 2 h infusion of caerulein were inhibited in a dose-dependent 
manner by i.p. pretreatment with FE999024 (7-60 |umol kg-1) while 
FE999026 had no effect at the same doses. Haemoconcn. and hypovolemia 
associated with the pancreatic edema formation during pancreatitis were 
significantly attenuated by FE999024 at a dose of 20 |umol kg-1. The 
reduction in circulating plasma volume was not affected by FE999026. 
Accumulation of amylase and lipase in the pancreas was dose-dependent ly 
reduced by FE999024 while enzyme activities in the blood serum were 
increased by FE999024 at 60 |umol kg-1 indicating improved enzyme 
removal from the tissue. Enzyme activities in the tissue and in the blood 
remained unaffected by FE999026. FE999024 (20 |umol kg-1) largely 
inhibited increased tissue kallikrein-like activity in the 

pancreas during acute pancreatitis and also strongly attenuated influx of 
plasma kallikrein into the tissue. FE999026 (20 |umol kg-1) 
significantly inhibited plasma kallikrein-like activity in the 
pancreas but had no effect on tissue kallikrein-like activity. 
In conclusion, vascular kinin-mediated symptoms observed during edematous 
pancreatitis in the rat are caused by the action of tissue 
kallikrein in the pancreas whereas an involvement of plasma 
kallikrein seems to be unlikely. 
IT 488821-28-9, FE 999026 

RL: BSU (Biological study, unclassified); BUU (Biological use, 
unclassified) ; BIOL (Biological study) ; USES (Uses) 

(CG 4215, selective plasma kallikrein inhibitor; involvement 

of tissue kallikrein but not plasma kallikrein in 

development of symptoms mediated by endogenous kinins in acute 

pancreatitis in rats) 
RN 48 8 821-2 8-9 CAPLUS 

CN L-Phenylalaninamide, N- ( carboxymethyl ) -3-cyclohexyl-D-alanyl-N- [1- 
(aminoiminomethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AN 2001:380 43 8 CAPLUS 



135:24657 

Selective cellular targeting: multifunctional delivery vehicles 
Glazier, Arnold 

Drug Innovation & Design, Inc., USA 
PCT Int. Appl. , 981 pp. 
CODEN: PIXXD2 
Patent 
English 
CNT 1 
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The present invention relates to the compns., methods, and applications of 
a novel approach to selective cellular targeting. The purpose of this 
invention is to enable the selective delivery and/ or selective activation 
of effector mols. to target cells for diagnostic or therapeutic purposes. 
The present invention relates to multi-functional prodrugs or targeting 
vehicles wherein each functionality is capable of enhancing targeting 
selectivity, affinity, intracellular transport, activation or 
detoxification. The present invention also relates to ultralow dose, 
multiple target, multiple drug chemotherapy and targeted immunotherapy for 
cancer treatment . 
341990-94-1P 

RL : BAC (Biological activity or effector, except adverse ) ; BSU (Biological 
study, unclassified) ; PNU (Preparation, unclassified) ; THU (Therapeutic 
use) ; BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(multifunctional delivery vehicles for selective cellular targeting of 

drugs ) 
341990-94-1 CAPLUS 

L-Alaninamide, N- [41- [2 1 , 3 1 -0- [ [3- [ [2- (dimethylamino) -2- 

oxoethoxy] carbonyl] -4- [ [2-oxido-5- (phosphonooxy ) -1,3, 2-dioxaphosphorinan-2- 
yl ] oxy ] phenyl ] methylene] -N- [ ( 4-nitrophenyl ) methyl ] -5 1 -thioadenosin-5 1 -S- 
yl] -2 7- [14- [2 1 , 3 1 -0- [ [3- [ [2- (dimethylamino) -2-oxoethoxy] carbonyl] -4- [ [2- 
oxido-5- (phosphonooxy) -1,3, 2-dioxaphosphorinan-2-yl ] oxy] phenyl] methylene] - 
N- [ ( 4-nitrophenyl ) methyl ] -5 1 -thioadenosin-5 1 -S-yl ] -1 l-oxo-3 , 6 , 9-trioxa-12- 
azatetradec-l-yl] -1, 13, 26, 3 8-tetraoxo-12- (1 l-oxo-3, 6, 9-trioxa-12- 
azanonadec-l-yl )-3,6,9, 15, 18,21, 24,30,33, 36-decaoxa-12 ,2 7,39- 
triazahentetracont-l-yl ] -D-seryl-N- [1- ( aminoiminomethyl ) -2-hydroxy-3- 
piperidinyl] - (9CI) (CA INDEX NAME) 
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IT 341550-02-5P 341550-15-OP 341553-10-4P 
341553-11-5P 341990-72-5P 341990-74-7P 
341990-75-8P 

RL: PNU (Preparation, unclassified) ; RCT (Reactant) ; THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); RACT (Reactant or 
reagent) ; USES (Uses) 

(multifunctional delivery vehicles for selective cellular targeting of 

drugs) 

RN 341550-02-5 CAPLUS 

CN L-Alaninamide, D-seryl-N- [l-[[[(l-[l,l f -biphenyl] -4-y 1-1- 
methylethoxy ) car bony 1 ] amino] iminomethyl ] -2- [ [ ( 1 , 1- 

dimethylethyl)dimethylsilyl]oxy]-3-piperidinyl]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 




RN 341550-15-0 CAPLUS 

CN L-Alaninamide, N- [ ( 9H-f luoren-9-ylmethoxy ) carbonyl] -D-seryl-N- [1- [ [ [ ( 1- 

[1,1' -biphenyl ] -4-yl-l-methylethoxy ) carbonyl ] amino] iminomethyl ] -2- [ [ ( 1 , 1- 
dimethylethyl) dimethylsilyl ] oxy] -3-piperidinyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 



Me Me 

\ / 




RN 3 41553-10-4 CAPLUS 

CN L-Alaninamide, 0- [ (1, 1-dimethylethyl ) dimethylsilyl] -D-seryl-N- [2- [ [ (1, 1- 
dimethyl ethyl ) dimethylsilyl] oxy] -1- [ [ [ ( 9H-f luoren-9- 

ylmethoxy) carbonyl] amino] iminomethyl] -3-piperidinyl ] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry . 




RN 3 41553-11-5 CAPLUS 

CN L-Alaninamide, 0- [ (1, 1-dimethylethyl) dimethylsilyl] -N- [13, 26, 3 8-trioxo-2 7- 
(ll-oxo-3, 6,9, 12-tetraoxapentadec-14-en-l-yl) -12- (ll-oxo-3, 6, 9-trioxa-12- 



azanonadec-l-yl) -3, 6, 9, 15, 18 , 21, 2 4 , 3 0 , 33 , 36 , 39-undecaoxa-12 , 2 7- 
diazadotetracont-41-en-l-yl ] -D-seryl-N- [ 2 - [ [ ( 1 , 1- 
dimethyl ethyl ) dimethyl silyl ] oxy ] -l-[ [ [ (9H-fluoren-9- 

ylmethoxy) carbonyl] amino] iminomethyl] -3-piperidinyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry . 



PAGE 1-A 




PAGE 1-B 





RN 341990-72-5 CAPLUS 



CN L-Alaninamide, N12- [N- [3- [bis ( 9H-f luoren-9-ylmethoxy ) phosphinyl] propyl] 
[ [ 2- [ 2- ( carboxymethoxy ) ethoxy ] ethoxy ] acetyl ] -N- [ 1 l-methyl-9-oxo-13- ( 1- 
piperidinyl ) -3 , 6-dioxa-8 , 1 1-diazatridec-l-yl ] -L-asparaginyl ] -N23- [N- [ 2- 
[ [ [ ( 1 , 1 -dimethyl ethyl ) dimethylsilyl ] oxy ] amino] -l-methyl-2-oxoethyl ] -4- 
methyl-l-oxopentyl ] -3- (5,6,7, 8-t etrahydro-l-naphthalenyl ) -L-alanyl] -23- 
amino-3, 6, 9, 15, 18, 21-hexaoxa-12-azatricosanoyl-D-seryl-N- [1- [ [ [ (1- [1, 1 1 
biphenyl ] -4-yl-l-methylethoxy ) car bony 1 ] amino] iminomethyl ] -2- [ [ ( 1 , 1- 
dimethylethyl) dimethylsilyl] oxy] -3-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



PAGE 1-A 



PAGE 1-B 
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RN 341990-74-7 CAPLUS 

CN L-Alaninamide, N12- [N- [3- [bis ( 9H-f luoren-9-ylmethoxy ) phosphinyl ] propyl ] -N- 
[2- [2- [2- [ [3- [ [6- [1- [ [ [3- [1- [ (9H-f luoren-9-ylmethoxy) carbonyl ] -lH-indol-3- 
yl] -2 -met hy 1-2- [ [ [ ( 4-nitrophenyl ) amino] carbonyl] amino] -1- 
oxopropyl ] amino] methyl ] cyclohexyl ] -3-pyridinyl ] oxy ] -1- 

oxopropyl ] amino] ethoxy ] ethoxy ] ethyl ] -L-asparaginyl ] -N23- [N- [2- [2- [ [ [ (1,1- 
dimethyl ethyl ) dimethylsilyl ] oxy] amino] -l-methyl-2-oxoethyl ] -4-methyl-l- 
oxopentyl] -3- (5,6,7, 8-tetrahydro-l-naphthalenyl ) -L-alanyl] -23-amino- 
3, 6, 9, 15, 18, 21-hexaoxa-12-azatricosanoyl-D-seryl-N- [1- [ [ [ (1- [1, 1 '- 
biphenyl ] - 4 -yl-1 -methyl ethoxy ) carbonyl ] amino] iminomethyl ] -2- [ [ ( 1 , 1- 
dimethylethyl) dimethylsilyl] oxy] -3-piperidinyl ] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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PAGE 




PAGE 



Bu-t 



PAGE 3 -A 





PAGE 3-B 





PAGE 4 -A 



PAGE 4-B 



0 



RN 3 4199 0-75-8 CAPLUS 

CN L-Alaninamide, N2 2- [N- [ 2- [ 2- [ [ [ ( 1 , 1-dimethylethyl ) dimethyl silyl ] oxy ] amino] - 
l-methyl-2-oxoethyl] -4-methyl-l-oxopentyl ] -3- (5,6,7, 8-tetrahydro-l- 
naphthalenyl ) -L-alanyl] -22-amino-2, 5, 8, 14, 17, 2 0-hexaoxa-l 1-azadocosanoyl-D- 
seryl-N- [1-[[[(1-[1,1' -biphenyl ] -4-yl-l-methylethoxy ) car bony 1 ] amino] iminom 
ethyl] -2- [ [ (1, 1-dimethylethyl ) dimethylsilyl ] oxy ] -3-piperidinyl ] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry . 



PAGE 1-A 
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IT 341549-84-6P 

RL : PNU (Preparation, unclassified); THU (Therapeutic use); BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 

(multifunctional delivery vehicles for selective cellular targeting of 
drugs) 

RN 3 41549-8 4-6 CAPLUS 

CN L-Alaninamide, 0- [ ( 1 , 1-dimethylethyl ) dimethylsilyl] -N- [[(2, 5-dioxo-l- 
pyrrolidinyl ) oxy] car bony 1] -D-seryl-N- [1-[[[(1-[1,1' -biphenyl] -4-yl-l- 
methylethoxy ) car bony 1 ] amino] iminomethyl ] -2- [ [ ( 1 , 1- 

dimethylethyl) dimethylsilyl] oxy] -3-piperidinyl ] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




PAGE 1-B 




L7 ANSWER 4 OF 4 CAPLUS COPYRIGHT 2008 ACS on STN 

AN 1998 : 484456 CAPLUS 

DN 129:213364 

OREF 129 : 43263a, 43266a 

TI Peptide aldehyde inhibitors of the kallikreins: an investigation 

of subs it e interactions with tripeptides containing structural variations 

at the amino terminus 
AU Garrett, G. S.; Correa, P. E . ; Mcphail, S. J.; Tornheim, K.; Burton, J. 

A.; Eickhoff, D. J.; Engerholm, G. G . ; Mciver, J. M. 
CS Corporate Research Division, Procter and Gamble Company, Miami Valley 

Laboratories, Cincinnati, OH, 452 53-8707, USA 
SO Journal of Peptide Research (1998), 52(1), 60-71 

CODEN: JPERFA; ISSN: 1397-002X 
PB Munksgaard International Publishers Ltd. 
DT Journal 
LA English 

AB A series of tripeptide aldehyde derivs. containing variations at the P3 
subsite and the amino terminus has been prepared and evaluated for 
trypsin-like serine protease inhibition. These compds . exhibit strong in 
vitro inhibition of human plasma kallikrein (HPK) , porcine 
pancreatic kallikrein (PPK) and human plasmin (HP) . As 

suspected from an examination of a related crystal structure, the presence of a 
hydrophobic residue (adamantyl) at the amino terminus dramatically 
improves the binding to PPK. The adamantyl group, however, represents a 
peak in binding; larger residues cause the binding to be reduced, and thus 
are less well accommodated in this subsite. Although both HP and HPK also 
can accept large mol . volume at the amino terminus , they do not exhibit the 
same preference for large residues at this subsite that is demonstrated by 
PPK. Selectivity differences also are observed with P3 subsite substitution; 
with PPK preferring a bulky, but compact side-chain (t-butyl) and HP and 
HPK preferring a more extended (e.g. benzyl) group. 
IT 150906-12-OP 150906-25-5P 150906-26-6P 
150906-31-3P 212334-19-5P 212334-20-8P 
212334-22-0P 212334-24-2P 212334-26-4P 
212334-28-6P 212334-30-0P 212334-32-2P 
212334-34-4P 212334-62-8P 212334-63-9P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

( synthesis of peptide aldehyde inhibitors of kallikreins) 
RN 150906-12-0 CAPLUS 

CN L-Phenylalaninamide, N- [ ( tricyclo [3.3.1.13, 7] dec-l-yloxy ) car bony 1 ] -D- 

phenylalanyl-N- [ (3S) -1- [imino [ [ (phenylmethoxy ) carbonyl] amino] methyl ] -2-oxo- 
3-piperidinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 1509 06-25-5 CAPLUS 

CN L-Phenylalaninamide, 3-methyl-N- [ (tricyclo [3 . 3 . 1 . 13 , 7 ] dec-1- 

yl amino) car bony 1] -D-valyl-N- [ (3S ) -1- [imino [ [ (phenylmethoxy ) car bony 1] amino] 
methyl] -2-oxo-3-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 150906-26-6 CAPLUS 

CN L-Phenylalaninamide, 3-methyl-N- (tricyclo [3.3.1. 13, 7] dec-l-ylacetyl ) -D- 
valyl-N- [ (3S) -1- [imino [ [ (phenylmethoxy) car bony 1] amino] methyl] -2-oxo-3- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1509 06-31-3 CAPLUS 

CN L-Phenylalaninamide, (2R) -2-tricyclo [3.3.1.13, 7] dec-l-yl-N- 
[ (tricyclo [3.3.1.13, 7] dec-l-yloxy ) car bony 1 ] glycyl-N- [ ( 3S ) -1- 
[ imino [ [ (phenylmethoxy) car bony 1 ] amino] methyl ] -2-oxo-3-piperidinyl ] - ( 9CI ) 
(CA INDEX NAME) 



Absolute stereochemistry . 




RN 21233 4-19-5 CAPLUS 

CN L-Phenylalaninamide, N- [ ( 1 , 1-dimethylethoxy ) car bony 1] -3 -methyl -D-valyl-N- 
[ (3S) -1- [imino [ [ (phenylmethoxy ) carbonyl] amino] methyl] -2-oxo-3-piperidinyl ] 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 21233 4-2 0-8 CAPLUS 

CN L-Phenylalaninamide, N- (methoxycarbonyl ) -3-methyl-D-valyl-N- [ (3S) -1- 

[ imino [ [ (phenylmethoxy) carbonyl] amino] methyl] -2-oxo-3-piperidinyl ] - (9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 21233 4-2 2-0 CAPLUS 

CN L-Phenylalaninamide, N- ( ethoxycarbonyl ) -3-methyl-D-valyl-N- [ (3S) -1- 

[imino [ [ (phenylmethoxy) carbonyl] amino] methyl] -2-oxo-3-piperidinyl ] - (9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 



0 




RN 21233 4-2 4-2 CAPLUS 

CN L-Phenylalaninamide, 3-methyl-N- [ ( 2-methylpropoxy ) carbonyl] -D-valyl-N- 

[ (3S ) -1- [imino [ [ (phenylmethoxy ) carbonyl] amino] methyl] -2-oxo-3-piperidinyl ] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



0 




RN 212334-26-4 CAPLUS 

CN L-Phenylalaninamide, N- [ ( tricyclo [3.3.1.13, 7] dec-l-yloxy ) carbonyl ] -L-valyl- 
N- [ (3S ) -1- [ imino [ [ (phenylmethoxy) carbonyl] amino] methyl ] -2-oxo-3- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 21233 4-2 8-6 CAPLUS 

CN L-Phenylalaninamide, N- [ (tricyclo [3.3.1.13, 7] dec-l-yloxy) carbonyl ] -L- 

leucyl-N- [ ( 3S ) -1- [ imino [ [ (phenylmethoxy) carbonyl ] amino ] methyl ] -2-oxo-3- 
piperidinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 21233 4-3 0-0 CAPLUS 

CN L-Phenylalaninamide, N- [ ( tricyclo [3.3.1.13, 7] dec-l-yloxy ) car bony 1 ] -D-valyl- 
N- [ ( 3S ) -1- [ imino [ [ (phenylmethoxy ) car bony 1 ] amino] methyl ] -2-oxo-3- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 212334-32-2 CAPLUS 

CN L-Phenylalaninamide, N- [ (tricyclo [3.3.1.13,7] dec-l-yloxy) car bony 1] -D- 

leucyl-N- [ ( 3S ) -1- [imino [ [ (phenylmethoxy) car bony 1] amino ] methyl ] -2-oxo-3- 
piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 21233 4-3 4-4 CAPLUS 

CN L-Phenylalaninamide, (2R) -2- ( 2-naphthalenyl ) -N- [ (tricyclo [3.3.1.13, 7] dec-l- 
yloxy ) car bony 1] glycyl-N- [ (3S ) -1- [imino [ [ (phenylmethoxy) car bony 1] amino] met h 
yl] -2-oxo-3-piperidinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 21233 4-62-8 CAPLUS 

CN L-Phenylalaninamide, N- [ [ (3 , 5-dimethyltricyclo [3 . 3 . 1 . 13 , 7 ] dec-1- 

yl) oxy] carbonyl] -3-methyl-D-valyl-N- [ (3S) -1- [imino [ [ (phenylmethoxy ) carbony 
1] amino] methyl] -2-oxo-3-piperidinyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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RN 21233 4-63-9 CAPLUS 

CN L-Phenylalaninamide, 3 -methyl -N- [ ( tricyclo [3.3.1.13,7] dec-1- 

yloxy) carbonyl] -D-valyl-N- [ (3S) -1- [imino [ [ (phenylmethoxy) carbonyl] amino]me 
thyl] -2-oxo-3-piperidinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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